The authors assessed whether genetic variation at the DAOA/G30 locus contributes to panic disorder (PD) and analyzed five SNPs at this locus in 152 patients and 208 controls. In the single-locus analyses, three SNPs were significantly associated with PD. Further support was obtained at the haplotypic level. Given that the authors have previously observed the same alleles and haplotypes to be associated with bipolar affective disorder and schizophrenia, the results suggest that DAOA/G30 contributes to psychiatric disease beyond diagnostic boundaries.
Evidence for linkage to chromosome 13q32 in an independent sample of schizophrenia families JG Mulle, JA McDonough, KV Chowdari, V Nimgaonkar, A Chakravarti
Linkage analysis has identified chromosome 13q32 as a putative susceptibility locus for schizophrenia, although this region has not been replicated in all studies. The authors focused on this region, and investigated evidence for linkage in a sample of sibpair pedigrees affected with schizophrenia. Nonparametric analysis revealed significant evidence for linkage at this region. This finding is consistent with previous reports of linkage, and enhances the plausibility of chromosome 13q32 as a true schizophrenia susceptibility locus.
No evidence for association to the G72/G30 locus in an independent sample of schizophrenia families JG Mulle, KV Chowdari, V Nimgaonkar, A Chakravarti
Multiple studies report positive associations between SNPs at the G72/G30 locus and schizophrenia, although published findings do not consistently implicate the same alleles. The authors investigated association at this locus for previously reported SNPs using a family-based sample. No association was demonstrated, despite prior evidence for linkage in this sample to chromosome 13q32. The authors concluded that the G72/G30 locus is unlikely to contribute to schizophrenia susceptibility in this sample.
TEN YEARS OF MOLECULAR PSYCHIATRY
The neurodevelopmental model of schizophrenia: update 2005 JL Rapoport, AM Addington, S Frangou, MRC Psych
The authors reviewed neurodevelopmental theories of schizophrenia in the light of recent research, particularly longitudinal studies of early-onset patients. Early-onset patients have a more striking progressive gray matter loss, which is an exaggeration of the normal back to front 'wave' of cortical development. Genetic factors appeared more salient as indicated by higher rates of schizophrenia spectrum disorders, of cytogenetic abnormalities, and significant association with several candidate susceptibility.
ORIGINAL RESEARCH ARTICLES
Neural activities associated with emotion recognition observed in men and women TMC Lee, H-L Liu, CCH Chan, S-Y Fang, J-H Gao Do men and women process emotional stimuli differently? The authors examined emotion recognition, using a functional magnetic resonance imaging paradigm, to investigate any consistency in neural responses in men and women when processing stimuli of happy or sad emotions presented in the form of facial expressions, scenes and words. The data revealed that some brain regions were consistently activated for men, but not women, suggesting possible gender-related neural responses to processing emotional stimuli.
Supraphysiological doses of levothyroxine alter regional cerebral metabolism and improve mood in bipolar depression M Bauer, ED London, N Rasgon, SM Berman, MA Frye, LL Altshuler, MA Mandelkern, J Bramen, B Voytek, R Woods, JC Mazziotta, PC Whybrow
This study tested for effects on brain function associated with mood alterations in bipolar depressed patients receiving thyroid hormone treatment (levothyroxine). Brain activity was assessed with positron emission tomography in depressed women with bipolar disorder, before and after 7 weeks of treatment with high doses of levothyroxine adjunctive to ongoing antidepressant medication. The authors found abnormal function in prefrontal and limbic brain areas that have been previously implicated in the pathophysiology of mood disorders. Results suggest that thyroid hormones modulate regional metabolism in the adult brain.
Sex-specific association between bipolar affective disorder in women and GPR50, an X-linked orphan G protein-coupled receptor PA Thomson, NR Wray, AM Thomson, DR Dunbar, MA Grassie, A Condie, MT Walker, DJ Smith, DJ Pulford, W Muir, DHR Blackwood, DJ Porteous Xq28 has been implicated in bipolar affective disorder in a number of studies. This study describes association studies of GPR50, a G protein-coupled receptor on Xq28, and major mental illness. Significant association was found between an insertion/deletion polymorphism in exon 2 and both bipolar affective disorder and recurrent major depression. Analysis of the association revealed that it is sex specific, being detected only within the female cases. A second noncoding polymorphism within the single intron of GPR50 showed association with schizophrenia, again, only with female cases.
Hyperprolinemia is a risk factor for schizoaffective disorder H Jacquet, C Demily, E Houy, B Hecketsweiler, J Bou, G Raux, J Lerond, G Allio, S Haouzir, A Tillaux, C Bellegou, G Fouldrin, P Delamillieure, JF Me´nard, S Dollfus, T D'Amato, M Petit, F Thibaut, T Fre´bourg, D Campion
Proline dehydrogenase (PRODH) gene produces a protein responsible for proline degradation. The authors had previously reported increased plasma proline level (hyperprolinemia) and several alterations of the PRODH gene in a subset of schizophrenic patients. In this study, the authors reported that hyperprolinemia is more frequent in schizoaffective patients as compared to control subjects, and thus contributes to the susceptibility for this subtype of schizophrenia. The underlying alteration of the PRODH gene was identified in half of the hyperprolinemic subjects. Maziade et al's study aimed to identify the susceptibility loci shared by schizophrenia (SZ) and bipolar disorder (BP), and those specific to each. Using multigenerational families from Eastern Quebec, a genome scan using the same methods for the combined study of the two disorders supported the following trends: (i) SZ and BP scans result in different populations tend to converge in certain genomic regions and (ii) several regions (2q12.3, 13q14, 15q26, 16p13, 18q12) may be shared by SZ and BP, others may be specific.
Peripheral blood mononuclear cells gene expression profiles identify emergent post-traumatic stress disorder among trauma survivors RH Segman, N Shefi, T Goltser-Dubner, N Friedman, N Kaminski, AY Shalev A significant minority of trauma survivors will suffer chronic post-traumatic stress disorder (PTSD). It is currently not possible to predict who will remain well and who will develop a chronic course. The authors found peripheral blood cell RNA signatures at the emergency room, and 4 months later, distinguished survivors with PTSD at 1 and 4 months, from those who met no PTSD criterion. Peripheral signatures following trauma identify an evolving psychiatric disorder and are informative of its key clinical features and outcome.
